). In the cases studied here, the AATT-containing dodecamer sequence is bent because there is bending at the CG steps in the flanker regions that is reinforced by bending at the AT step in the spacer. The ACGT dodecamer sequence is mostly straight because bending at the CG step in the spacer opposes bending in the two flanking sequences. There are other examples to look at in this and other systems, but if the MC simulations continue to be successful in reproducing sequence-specific tendencies for DNA bending, we will have a powerful tool that can be applied to the study of protein-DNA binding. Moreover, the results obtained so far offer the promise of being able to predict how DNA will bend when bound to different proteins, although this will require further methodological developments.
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Accounting for the energetic cost of deforming DNA so as to bind to a given protein is clearly an essential aspect of understanding sequence-specific DNA recognition. The driving force for this deformation is provided by attractive interactions between the protein and the DNA, some of which are highly specific. Indeed there are often strong similarities between the interfaces formed by cognate and noncognate complexes involving the same proteins even if this requires significant distortion of one or both DNA strands (Siggers et  al., 2005) . For the case of papillomavirus E2 proteins, the crystallographic evidence, and now the MC simulations, suggest that the cost of deforming the AATT dodecamer is less than that for the ACGT dodecamer because the former is already bent in the right direction in the free DNA while the latter is essentially straight, thus requiring a higher deformation energy. However there may be more to the story. For example the two dodecamers form complexes with the BPV-1 E2 protein which are structurally quite similar to those formed with HPV-18. However, in contrast to binding to HPV-18, the binding affinities of the two BPV-1 complexes are very similar to one another. It has been suggested that these differences in relative affinities are associated with changes in the width of the minor groove between the BPV-1 and HPV18 complexes ( 
